Indices of functional connectivity in the default mode network (DMN) are promising neural markers of treatment response in late-life depression. We examined the differences in DMN functional connectivity between treatment-responsive and treatment-resistant depressed older adults. Forty-seven depressed older adults underwent MRI scanning pre-and post-pharmacotherapy. Forty-six never depressed older adults underwent MR scanning as comparison subjects. Treatment response was defined as achieving a Hamilton Depression Rating Scale of 10 or less post-treatment. We analyzed resting state functional connectivity using the posterior cingulate cortex as the seed region-of-interest. The resulting correlation maps were employed to investigate between-group differences. Additionally we examined the association between white matter hyperintensity burden and functional connectivity results. Comparison of pre-and post-treatment scans of depressed participants revealed greater post-treatment functional connectivity in the frontal precentral gyrus. Relative to treatment-responsive participants, treatmentresistant participants had increased functional connectivity in the left striatum. When adjusting for white matter hyperintensity burden, the observed differences lost significance for the PCC-prefrontal functional connectivity, but not for the PCC-striatum functional connectivity. The post-treatment "frontalization" of the DMN connectivity suggests a normalizing effect of antidepressant treatment. Moreover, our study confirms the central role of white matter lesions in disrupting brain functional connectivity.
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Introduction
Depression results in more years lived with disability than any other disease and ranks fourth in terms of disability-adjusted life years (Moussavi et al., 2007) . As the population ages, successive cohorts of older adults will experience depressive disorders (Chapman and Perry, 2008) . Compared with midlife depression, late-life depression (LLD) carries additional risk for suicide, medical comorbidity, disability, and family caregiving burden (Bruce et al., 2004; Charney et al., 2003) . Successful antidepressant treatment is one of the most effective ways to reduce disability, prevent morbidity and improve quality of life in older depressed patients (Karp et al., 2009) . However, LLD is often resistant to treatment and may exhibit slower symptom resolution than midlife depression (Whyte et al., 2004) . This long response time in geriatric depression is one of the most challenging clinical features of LLD. Thus, in older adults it is particularly important to shorten this window, and to identify early the medication regimen will be the most effective for an individual patient. The identification of clinically actionable predictors of early treatment response is the focus of both personalized clinical care and translational bench-to-bedside research (Andreescu and Reynolds, 2011).
The Default-Mode Network (DMN) is an organized functional network comprised of several brain regions (posterior cingulate, medial prefrontal cortex, medial temporal cortex, and inferior parietal lobule) active during the resting state and inhibited during the performance of active tasks (Raichle et al., 2001) . Analysis of resting state networks activity in clinical disorders such as major depression may enhance the understanding of the pathophysiological underpinning of mental illnesses (Greicius et al., 2003 
